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Figure 1: Forest plot of comparison: Obesity, outcome: Dementia NOS
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Depression, outcome: Dementia NOS

Depression, outcome: Alzheimer’s

Ischaemic Heart Disease, outcome: Dementia NOS
Hypertension, outcome: Dementia NOS
Hypertension, outcome: Alzheimer’s

Stroke, outcome: Dementia NOS

Dyslipidaemia, outcome: Dementia NOS
Dyslipidaemia, outcome: Alzheimer’s NOS

Atrial Fibrillation, outcome: Dementia NOS

Heart Failure, outcome: Dementia NOS

Diabetes, outcome: Dementia NOS.

Diabetes, outcome: Alzheimer’s

Inflammatory conditions, incl bowel, outcome: Dementia NOS
Lipid lowering drugs + statins, outcome: Dementia NOS
Anti-hypertensive drugs, outcome: Dementia NOS

Cases Controls Odds Ratio Odds Ratio
Study or Subgroup Events Total Events  Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Booker 2016 TIFT 114956 I 11986 155% 1.00[0.90,1.11] T
Dregan Chow 2015 G224 BEZ42 33561 3506E1 157% 1A8[1.14,1.21] -
Imfald 2015 benzos 1003 11524 1520 11524 156% 0.63 [0.48, 0.68] -
Imfeld 2016 influenza ] a4 a5 221 8.2% 0.28[011,0.73] -
Imfeld Pernus 2013 MBS 26459 4132 26458 157% 0.74[0.70,0.77] "
Jdick 2000 32 284 214 1080 13.6% 0.51 [0.35, 0.76] —_
Seshadri 2001 1184 19463 3157 19463 15.6% 0.33[0.31, 0.36] .
Total (95% CI) 125987 421364 100.0% 0.63 [0.42, 0.94] <
Total events 12334 43356
Heterageneity: Tau?=0.26; Chi®=1255.37, df= 6 (P = 0.00001}; IF=100% f f f |
Testfor averall effect 2= 227 (P=0.02) 0.01 : 0'1- : : 10 100
Higherin Controls Higherin Cases
Figure 2: Forest plot of comparison: Obesity, outcome: Alzheimer’s
Cases Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
Dregan Chow 2015 3114 31083 33561 350BB1  22.0% 1.05[1.01,1.04] "
Imfield 2015 benzos 1832 16823 2686 16823 21.0% 0.64 [0.60, 0.64] *
Imfeld 2016 influenza 1184 19463 a7 19463 22.0% 0.33[0.31, 0.36] *
Imfeld Pernus 2013 64  TOSE 970 TOaE  21.8% 0.55[0.49, 0.61] -
Seshadri 2001 b L] a5 M 1% o2e@M1,0%3] ———— =
Total (95% Cl) 74514 394254 100.0% 0.54 [0.33, 0.90] -
Total events GEYS 404249
Heterogeneity: Tau®= 0.30; Chi®= 864.58, df=4 (P = 0.00001}; F=100% 1 02 s 5 : 0

Test for overall effect 2= 238 (F=0.02)

Higherin control Higher in cases



Figure 3: Forest Plot of comparison: Smoker, outcom

e: Dementia NOS

Cases Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
Dregan Chow 2014 314  A6242 33181 350661 14.3% 1.211.18,1.24] -
Dunn 2005 Lithium 41 284 a5 1080 10.0% 1.981[1.33, 2.94] -
Imfeld 2015 benzos 2412 26458 2374 26458 142% 1.02[0.86,1.08]
Imfeld 2016 influenza 1518 19463 1652 19463 141% 0.91 [0.85, 0.94] =
Imfeld Pernus 2013 1119 11524 1081 11524 14.0% 1.07[0.98,1.17] r
Jick 2000 71 4954 395 93rs 137% 1.75[1.54,1.98] -
Seshadri 2001 10 a9 32 22 5.4% 1.21 [0.55, 2.62] -
Walters 2016 1468 12172 154468 857334 1427% 0.62[0.59, 0.66] -
Total (95% CI) 136157 1276116 100.0% 1.12[0.89,1.41] ’
Taotal events 13592 183238
Heterogeneity: Tau®=0.09; Chif= 53142 df=7 (P = 0.00001); F=589% f t ; |
Test for overall effect 2= 098 (P =0.33) 0.01 ) 0'1 . ] 10 100
Higherin Controls Higher in Cases
Figure 4: Forest plot of comparison: Smoker, outcome: Alzheimer’s
Cases Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Dragan Chaow 2015 155 31083 33w 350661 26.3% 1.081[1.04,1.12] o
Imfeld 2014 benzos 1349 16823 1546 16823 246% 0.86 [0.80,0.83] u
Imfeld 2016 influenza 1518 19463 1652 19463 248% 0.81 [0.85, 0.98] L
Imfeld Pernus 2013 897 F08G GEY FO086  22.0% 0.88[0.79, 0.99] b
Seshadri 2001 10 a4 32 23 2.4% 1.21 [0.85, 2.62] I
Total (95% CI) 74514 394254 100.0% 0.94 [0.83, 1.07] 4
Total events GE29 aroso
Heterogeneity: Tau®= 0.02; Chi*= 41.21, df= 4 (P = 0.00001}, F= 90% o1 0 10 100

Test for overall effect Z= 097 (F=0.33)

Figure 5: Forest plot of comparison: Depression, outcome: Dementia NOS

Higherin Controls Higherin Cases

Cases Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
Buntink 1935 ] 137 481 18866 17% 238116, 4.80]
Burton 2013 41 400 g7 1353 44% 219[1.46, 3.29] I
Dragan Chow 2015 14492 56242 B1804  3506E1 17.8% 1.62[1.59, 1.66] -
Imfeld 2015 henzos 4668 26459 3491 26459 17.3% 1.41[1.34,1.48] .
Imfeld 2016 influenza 39585 18463 2796 13463 171% 1.54[1.46,1.62] -
Imfeld Fernus 2013 2648 11924 AT16 11524 16.6% 1.71[1.89,1.82] -
Koehler 20145 58 1680 950 34111 7% 1.24[0.85,1.63] -
Seshadri 2001 0 ] 0 a Mot estimable
YWalters 2016 2836 13121 98128 91774 1T 4% 2.00([1.81,2.09] "
Total (95% CI) 120026 1379811 100.0% 1.64 [1.49, 1.81] []
Total events 28446 169434

Heterogeneity: Tau®= 0.01; Chi®=132.83, df=7 (P = 0.00001); F= 95%
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Test for overall effect £=9.84 (P = 0.00001) Higher in Controls  Higher in Cases
Figure 6: Forest plot of comparison: Depression, outcome: Alzheimer’s
Cases Control Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Dregan Chow 2015 TAETY 31083 E18304 350661 27.6% 1.40[1.46,1.55] =
Imfeld 2015 henzos 2970 16823 2301 16823 25.0% 1.351[1.28,1.44] -
Imfeld 2016 influenza 3995 19463 2796 19463 256% 1.54 [1.46,1.62] =
Imfeld Fernus 2013 1257 7086 1080 7088 21.8% 1.20[1.10,1.31] -
Total {95% Cl) 74455 394033 100.0% 1.40 [1.29, 1.53] &
Total events 157839 A7981
Heterogeneity: Tau®= 0.01; Chi*= 33.26, df = 3 (P = 0.00001%; F= 31% Iu 2 nls 2 5=

Testfor overall effect: Z= 767 (P = 0.00001)

Higher in Contral

Higherin Cases



Figure 7: Forest plot of comparison: Ischaemic Heart Disease, outcome: Dementia NOS

Cases Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Booker 2016 3a7s 119496 3288 11986  14.8% 142 [1.06,1.149] ol
Burton 2013 68 400 244 1353 H8% 0.91 [0.68,1.27] -
Diawies 2011 3108 9197 12838 JMMEE  14.9% 1.03[0.99, 1.08]
Dregan Chiow 20145 12087 96242 73387 350661 15.0% 1.03[1.01, 1.08]
Imfeld Pernus 2013 2484 11524 27249 11524 14.7% 0.89[0.83, 0.94] -
Jdick 2000 B 284 320 1080 H9.5% 065 [0.48 0.84] -
Ramakers 2007 16 T4 30 126 349% 087 [0.44 1.74] T
Seshadr 2001 g a8 20 22 2.3% 1.14[0.44 297 I —
Walters 2016 2545 13121 118083 97274 14.9% 1.61 [1.94, 1.64] -
Total {95% CI) 102857 1333360 100.0% 1.03 [0.88,1.21] L 3
Total events 23948 212014
Heterageneity: Tau®= 0.04; Chi®= 39411, df =8 (P = 0.000013; = 98% I t f {
Testfor overall effect Z=0.34 (P=0.73) 0.o1 ) 0'1- ) ) 10 100
Higherin controls  Higherin cases
Figure 8: Forest Plot of comparison: Hypertension, outcome: Dementia NOS
Cases Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Booker 2016 999 11956 TrA3 11956 134% 1.08[1.03,1.14] "
Burton 2013 174 400 720 1353 9.0% 0.68[0.594, 0.89] -
Dregan Chow 2015 23794 BRZ4ZT 141606 350661 13.8% 1.01[0.95,1.02]
Imfeld 2014 benzos 12653 26459 13427 26459 137% 0.89[0.86, 0.82] -
Imfeld 2016 influenza 8761 19463 10358 19463 136% 0.72[0.69, 0.74] -
Imfeld Bodmer 2012 4976 11524 a424 11524 138% 0.54 [0.80,0.88] -
Jick 2000 a0 284 385 1080 7.3% 0.71[0.53,0.84] -
Ramakers 2007 )| 74 45 125 249% 1.281[0.71,2.31] -T—
Seshadri 2001 14 549 47 ra| 2.3% 1.14[0.88, 2.24] I
Wagner 2012 q54 1297 845 1297 10.5% 1.41[1.18,1.68] -
Total (95% CI) 127758 424139 100.0% 0.92 [0.82,1.03] 4
Total events A8416 180630
Heterogeneity: Tau®= 0.02; Chi®= 316.27, df= 9 (P = 0.00001); I*= 97% I f t |
Testfor averall effect Z=1.590(F=0.13) por 01 o 1o 100
Higherin Control  High in cases
Figure 9: Forest plot of comparison: Hypertension, outcome: Alzheimer’s
Cases Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
Dregan Chow 2014 12218 3083 141606 350661  24.0% 0.96 [0.93, 0.98] L
Imfeld 20145 henzos T2TT 16823 8456 16823 238% 075072, 0.79 u
Imfeld 2016 influenza 8761 19463 10358 18483 238% 0.72 [0.63, 0.749] u
Imfeld Bodmer 2012 2627 TO86 3345 7086 23.3% 0.66 [0.62, 0.70] u
Seshadri 2001 14 a4 a7 237 A% 1.19 [0.60, 2.39] I
Total (95% Cl) 74514 394290 100.0% 0.78 [0.66, 0.93] L J
Total events a0aar 163812
Heterogeneity: Tau®= 0.03; Chi®= 244 62 df=4 (P = 0000013, I°= 98% f f t {
Test for overall effect: Z= 276 (F = 0.006) 001 ] 0'1- - - 1o 100
. : : Higherin Control Higherin Cases
Figure 10: Forest plot of comparison: Stroke, outcome: Dementia NOS
Cases Control Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% C|
Booker 2016 2834 1149586 1805 11856 17.0% 1.751.64,1.87] .
BEurton 2013 Gk 400 127 1353 141% 1.91[1.38, 2.63] —_
Davies 2011 2415 9197 7091 39166 171% 1.61[1.53,1.70] "
Jdick 2000 34 284 97 1080 126% 1.38[0.91, 2.09] N
Ramakers 2007 13 74 14 1268 7% 1.69[0.75, 3.82] T
YWagner 2012 186 1297 104 1287 151% 1.82[1.49, 2.47] -
YWalters 2016 2148 13121 57082 HFITL ATA% 2.85([2.81, 3.09] .
Total (95% CI) 36329 972251 100.0% 1.87 [1.41, 2.49] &
Total events TE93 BE290
g 2 = . 2= - SR = I } } |
Heterogeneity: Tau®=0.12; Chi®=335.25, df=6 (P = 0.00001); F=98% oo 0 10 100

Test for overall effect: Z= 4 35 (P

=0.0001)

Favours [experimental]
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Figure 11: Forest plot of comparison: Dyslipidaemia, outcome: Dementia NOS

Cases Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Booker 2016 4304 11956 3993 11956 20.9% 112[1.06,1.18] »
Burtan 2013 43 400 200 1353 4.0% 0.69[0.49, 0.99] —
Imfald 2015 benzos 4138 26459 3965 26499 M 4% 1.05[1.00,1.10] r
Imfald 2016 influenza 2898 19463 3096 19463 208% 096 [0.91,1.02 b
Imfald Pernus 2013 1096 114824 1145 11524 17.8% 0495087 1.04] b
Jick 2000 29 284 142 1080 2.9% 0.75[0.49,1.149] r
Seshadri 2001 3 28 T | 0.3% 343 [0.86, 14.48] b
YWagner 2012 a2a 12497 474 12487 11.8% 118[1.00,1.38] i
Total (95% Cl) 71412 73353 100.0% 1.02 [0.94, 1.10]
Total events 13136 13023

Heterogeneity, Tau®= 0.01; Chi*= 32.05, df = 7 (P = 0.0001); F= 78%

} }
0.1 10

0.m 100
Testfor averall effect; Z= 0.46 (P = 0.65) Higher in Contrals  Higher in Cases
Figure 12: Forest plot of comparison: Dyslipidaemia, outcome: Alzheimer’s NOS
Cases Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Imnfeld 2015 benzos 2487 16823 2575 16823 401% 0.96 [0.90, 1.02]
Imfeld 2016 influenza 2998 19463 30586 19463 47.8% 0.96 [0.91, 1.02]
Imnfeld Bodrmer 2012 G643 7086 T26 TOBE 121% 0.87 [0.78, 0.88] -
Imfeld Pernus 2013 a 1] a 1] Mot estimable
Seshadr 2001 3 A9 7 221 0.1% 1.64[0.41,6.54] —
Total (95% CI) 43431 43593 100.0%  0.95[0.92, 0.99] |
Total events 6131 6404
Heterogeneity: Chi : 306, df=3(F=0.38);,F=2% T o s 100
Testfor overall effect Z= 258 (P=0.010) Higher in Controls  Higher in Cases
Figure 13: Forest plot of comparison: Atrial Fibrillation, outcome: Dementia NOS
Cases Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CIl M-H, Random, 95% Cl
Imfeld 2015 benzos 2413 26458 2387 26459 250% 1.01 [0.95, 1.07] L
Imfeld 2016 influenza 1615 19463 2157 18463 250% 0.73[0.68 0.78] L
Imfeld Pernus 2013 1331 11524 1244 11524 250% 1.08[0.99,1.17] ol
Walters 2016 1241 13121 38040 917274 250% 241 [2.28, 2.56] u
Total (95% Cl) 70567 974720 100.0% 1.18 [0.69, 2.01] -
Total events BEOO 43838
Heterogeneity: Tau®= 0.30; Chi*= 797 .92 df=3 (P = 000001}, *F=100% IIII.D1 Df1 1'0 100'

Test for averall effect: Z= 0.9 {(F = 0.5R)

Figure 14: Forest plot of comparison: Heart Failure, outcome:

Favours [experimental] Favours [control]

Dementia NOS

Cases Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
Imfeld 2014 benzos 1412 26459 1602 26459 257% 0.87 [0.81,0.94] L
Imfeld 2016 influenza 947 19463 1478 19463 255% 0.62[0.57, 0.68] L
Irmfeld Pernus 2013 1048 11524 1142 11524 254% 091 [0.83, 0.99] =
Wagner 20132 25 12497 465 1287 234% 1.22[1.04,1.43] -
Total (95% Cl) 58743 58743 100.0% 0.88 [0.69,1.10] L
Total events 3932 4687
Heterogeneity: Tau®= 0.05; Chi®= 73.29, df= 3 (P = 0.00001}); F= 596% o o 0 100

Test for overall effect Z=113 (P = 0.26)

Favours [experimental]

Favours [control]



Figure 15: Forest plot of comparison: Diabetes, outcome: Dementia NOS.

Cases Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total VWeight M-H, Random, 95% CI IM-H, Random, 95% CI
Booker 2016 4053 11956 3539 11856 10.8% 1.2211.15,1.29] -
Burton 2013 51 400 162 1353 4.2% 1.07 [0.77,1.50] -T-
Davies 2011 1363 9187 5629 39166 10.6% 1.04[0.97,1.11] i
Dregan Chow 2015 8054 AB242 43925 350661 11.2% 17 [1.14,1.20] bl
Dunn 2005 Infections 72 9954 536 9374 8.4% 1.39[1.24,1.59] -
Imfeld 2015 benzos 3084 26459 2979 26459 10.8% 1.04[0.98,1.10] i
Imfeld 2016 influenza 2085 19463 2422 19463 10.7% 0.83[0.78 0.89] .
Imfeld Bodmer 2012 1225 11524 12 11524 10.2% 1.00[0.92,1.09] 1
Jick 2000 30 284 103 1080 3.0% 112[0.73,1.77] b
Seshadri 2001 1 59 & 221 0.2% 0.62[0.07,5.23]
Wagner 2012 470 1287 322 1287 7.9% 1.72[1.45, 2.04] -
Walters 2016 1418 13121 81724 917274 108% 1.24 147,1.31] -
Total {95% Cl) 150956 1389828 100.0% 1.14 [1.04, 1.24] ]
Total events 22573 142568

Heterogeneity: Tau?= 0.02; Chi*=177.12, df=11 (P < 0.00001); F= 94%
Testfor overall effect Z=2.91 (F = 0.004)

Figure 16: Forest plot of comparison: Diabetes, outcome: Alzheimer’s
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Cases Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Dregan Chow 2014 3573 31083 43925 350661 303% 0.91[0.87, 0.94] o
Imfeld 2014 henzos 1602 16823 1894 16823 251% 0.83[0.77, 0.89] -
Imfeld 2016 influenza 2055 19463 2422 10463 264% 0.83[0.78, 0.88] u
Imfeld Bodmer 2012 870 T0E6 747 7086 181% 0.74 [0.66, 0.83] -
Seshadri 2001 1 59 G 21 0.1% 0.62[0.07,5.23]
Total (95% CI) 74514 394254 100.0% 0.84 [0.78, 0.90] (]
Total events 7801 484994
Heterageneity Tau®= 0.00; Chif= 1642, df= 4 (P = 0.002); F= 7% lﬂ T 051 150 o0

Testfar averall effect £=4.83 (P = 0.00001)

Predictor higher controls  Predictor higher in cases

Figure 17: Forest plot of comparison: Inflammatory conditions, incl bowel, outcome: Dementia NOS

Cases Control Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
Dregan Chow 20145 4096 86242 25581 350661 T75.0% 1.00 [0.96, 1.03]

Dregan, Armstrong 20145 1378 4183 162172 453210 21.1% 0.99 [0.93, 1.04]

Imfeld 2016 influenza 2158 19463 219 19463 2.8% 0.98[0.81,1.19]

Imfeld Pernus 2013 124 11524 122 11524 1.4% 1.02[0.79,1.31]

Total (95% CI) 91412 £30858 100.0%  1.00 [0.97, 1.03]

Total events 5813 178054

Heterogeneity, Chi*f=012, df= 3 (P=0949); F=0%
Testfar owerall effect: Z=027 (F=0.75)
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Figure 18: Forest plot of comparison: Lipid lowering drugs + statins, outcome: Dementia NOS
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Experimental Control Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Booker 2016 4340 11946 4065 11856 15.8% 111 [1.08,1.17] ol
Dregan Chow 2015 17332 86242 79682 350661 16.0% 1.51[1.49,1.54] -
Irmfeld 2014 T451 26448 T2a5 6459 15.9% 1.04 [1.00,1.08]
Irnfeld Permus 2013 41 11524 2451 11524 15.8% 0.89[0.93, 1.08] "
Jick 2000 12 284 100 1080 BA4% 0.43[0.23, 0.80] —_—
Wagner 2012 343 1297 324 1287 14.2% 1.08[0.91,1.25] T
Walters 2016 22721312 165548 B1TIT4 159% 0.85[0.91,1.00] b
Total (95% Cl) 120883 1320251 100.0% 1.04 [0.85, 1.27] L J
Total events 34191 259426

Heterogeneity: Tau®= 0.06; Chi*= 671.42, df= 6 (P = 0.00001); F=95%
Test for averall effect Z=036 (P =0.72)
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Figure 19: Forest plot of comparison: Anti-hypertensive drugs, outcome: Dementia NOS

Experimental Control Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total \Weight M-H, Random, 95% CI M-H, Random, 95% CI
Boaker 2016 9971 11956 Y560 11956 20.2% 1190112, 1.28] "
Dregan Chow 2014 32826 AE242 16TEE0 350661 204% 1.54[1.81,1.47] -
Imfeld 2014 185837 264599 1G667G 26459 20.3% 0.83[0.81, 0.86] -
Wagner 2012 336 1287 37s 1287 188% 086072 1.02] -
Walters 2016 5434 1321 337946 WITIV4 20.3% 1.27[1.23,1.37] -
Total (95% CI) 109075 1307647 100.0% 1.11 [0.85, 1.46] -»
Total events G4204 521917

Hn =2 — . 2= —_ B - I 1 1
Heterogeneity: Tau® = 0.09; Chi*= 980449, df=4 (P = 0.000013; F=100% T o1 10 100

Testfor overall effect 2= 0.78 (P = 0.43) Favours [experimental] Favours [control]



